REMARKS 

Reconsideration of this patent application is 
respectfully requested in view of the foregoing amendments, 
and the following remarks. 

The present application teaches a process for 
destabilizing a viral quasi-species distribution without 
inducing resistance with the point of attack being the 
replication system of the viruses. 

(d) Therefore, the present application teaches the 
application of agents with inherent properties. 
There is not any substances which can be used in the scope 
of the invention. The present application refers only to 
substances which affect the replication negatively by means 
of a higher rate of misincorporation but without 
effecting/decreasing the efficiency of the replication. 
Chemical substances inhibiting the replication machinery 
per se must be avoided. 

On page 8, second paragraph (=[0025]): "An important 
criterion of the process according to the invention is the 
demand that the replication of the quasi-species- 
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distribution, which has the replication system with higher 
error misincorporation than the natural distribution, 
proceeds at least as efficiently as the replication of the 
quasi-species-distribution of the viral wild-type. " 

Page 20, last paragraph (= [0065] in publication: "On 
the other hand, the strategy according to the invention, 
which in the meaning of an information conservation is 
producing mutants which are too strongly subject to errors, 
leads via a period of longer lasting infection to a 
degeneration of the quasi-species-distribution, 
corresponding to the wild-type virus and, therefore, to the 
extinction thereof. The error rate of the virus replication 
will be elevated according to the invention above the 
evolutionary admissible threshold, whereby the replication 
must not be inhibited but at least should proceed as 
efficient as the one of the wild-type virus." 

. i 

The amendments to this patent application are as [ 
follows. Claim 69 has been withdrawn from further ; 
examination, and this has been so indicated for claim 69, 
based upon the previous Restriction Requirement. The 
present Specification has been amended on Pages 1, 5 and 14 
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to recite thd^equired Section Headings .^^V Brief 
Description for FIGS. 5 and 6 has now been provided on Page 
14 of the present Specification. 

Claims 61 and 72 were objected to because 
allegedly each claim recited the phrase "a higher error 
rate of rate of misincorporation. " Claim 61 has been 
revised to correct this error in terminology. On the other 
hand, claim 72 does not recite this terminology. 

In claim 61 the objected to phrase has been 
amended by deletion of the repeated words "rate of." With 
regard to the objection of claims 61 and 72 as being not 
enabled, it is believed that the entire invention is 
sufficiently disclosed so that a skilled person in the art 
is enabled to practice the invention. The enclosed Table 
provides information to rebut the objection of lack of 
enablement by the Patent Examiner (with reference to the 
numbering of the published document US 2002/0107220) . 

The claims 61 and 72 are directed to a process or 
method which is a particular embodiment of the invention and 
its principles. Having understood the principles and concept 
of the present invention there is no undue burden for the 
any person skilled in the art to find the respective 
concrete features following the lines as given in the 
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specification. In the conception of the invention the 
skilled person knows perfectly how to arrange for the 
several process steps of claims 61 and 72. 

The Examiner cites Ex parte Forman and alleges (a) 
that in order to practice the invention the practitioner 
must be able to apply any substances to the effected target 
cells. This is too simplifying since according to the 
understanding of a person skilled in the art that only 
substances are involved having the ability to interfere with 
the replication system of the Infectious system by means of 
a higher rate of misincorporation but without decreasing the 
efficiency of replication. [0065: "The error rate of the 
virus replication will be elevated according to the 
invention above the evolutionary admissible - threshold, 
whereby the replication must not be inhibited but at least 
should proceed as efficient as one of the wild type virus."] 
(see (f) # 4 and 5) . 

Concerning (b) it is noted that the Patent 
Examiner acknowledges guidance with regard to AZT. Thus, a 
process is described which can be performed and followed in 
an analogous process for other substances having the ability 
to interfere with the replication system of an infectious 
system, (c) There was an objection to the allegedly missing 
working examples for the treatment of effected target cells 
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with any subMnces. First of all not an"substance can be 

used but only a substance which interferes with the 
replication system of an infectious system in the scope of 
the invention as stated above, with guidance given in the 
Specification (see information in Table) . Furthermore, 
according to case law enablement does not depend on a 
specific wording example. 

Also in (d) the objection is based on the 
assumption that the target cell can be treated with any sub- 
stance. However, the skilled person knows perfectly well 
that not any substance can be used, but only those which 
will interfere with the infectious system by an increased 
rate of misincorporation but still maintained efficiency of 
the replication system. 

Comments for (e) The document US 4,536,398 teaches the 
substance SF-2140 as a new antiviral agent. SF-2140 was also 
found to have antibacterial activity. The examples 
demonstrate a proliferation inhibiting activity'of this new 
substance versus influenza viruses. However, the document 
does not teach the application of this antiviral substance 
in order to overcome the problem of resistance phenomena. 
This new substance may be an agent potentially applicable in 
the present application, if it will be further characterized 
in the scope of the present invention, i.e. effecting 
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defects in tP replication without decreWe of the 
efficiency of the replication. 



The specification clearly indicates how to use the 
invention. Starting page 21, second paragraph (=[0066]), 
there is an exemplified protocol depicting the step-by step 
handling how to find out suitable agents. Incubating the 
virus replicating system (i.e. the cultured infected cells) 
with potential agents of different concentrations, the 
influence of chemical substances on the error rate of the 
replication machinery can be monitored and an effective 
concentration can be determined. Using, for example, 
temperature gradient gel electrophoresis (cited patent 
application PCT/EP90/01366) , altered nucleic acids can be 
identified and the degree of alteration can be quantified. 

Page 20, last paragraph (= [0065] in publication: "On 
the other hand, the strategy according to the invention, 
which in the meaning of an information conservation is 
producing mutants which are too strongly subject to errors, 
leads via a period of longer lasting infection to a 
degeneration of the quasi-species-distribution, 
corresponding to the wild-type virus and, therefore, to the 
extinction thereof. The error rate- of the virus replication 
will be elevated according to the invention above the 
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evolutionary admissible threshold, whereby the replication 
must not be inhibited but at least should proceed as 
efficient as the one of the wild-type virus." 

(f) Concerns the level of skill of those in the art. 
The Patent Examiner agrees that the level of skill in 
molecular biology is high. Thus, also the people working in 
molecular biology have high skills so that the level of the 
person skilled in the art is comparatively high as far as 
the knowledge about molecular biology technology is 
concerned. It is noted that the Patent Examiner is silent 
with respect to item (g) of the Forman Decision. There is no 
speculation of the Examiner regarding the predictability of 
the art. With regard to (h) it may be stated that broad 
claims do not necessarily mean that the invention cannot be 
practised due to lack of enablement. 

In 7. a, the Patent Examiner objects to the missing 

process steps. This has been corrected by amendments to the 

claims, wherein process steps have been positively recited 
wherever appropriate. 

In 7.b, the wording of claim .47 has been changed by 
deleting "wild type" after "misincorporation of the viral" 
and inserting, "of a wild-type" after the term "replication 
system" in the line "misincorporation of the viral 
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replication system." 

In 7.c, an amendment has been made to claim 52 to 
provide the required antecedent basis. 

In 7.d, the wording "RNA or DNA" has been delected from 
claim 53. It was intended to point out that the replication 
systems are based on RNA or DNA, however, this is self- 
explanatory from the remaining claim language of claim 53. 

In 7.e, the word "the" has been deleted before "gene 
therapy" in claim 54. 

In 7.f, the term "superinfection" in claim 55, means 
that a cell which was infected with an infectious system is 
further infected with the same organism having an infectious 
system which has a defective replication system. This leads 
to the infiltration of the defective replication system into 
the target cell. 

In 7.g, with regard to the characteristic superiority 
parameter "s" in claim 60, it is in the Specification where 
the superiority factor is defined.. With regard to the 
allegedly lacking of antecedent basis, the deletion of the 
term "the" and changing it to "a" overcomes this objection. 
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• • 

With regard to the term "combination of the replication 
system" it should be pointed out that the phrase is not a 
single replication system. Instead a combination is a 
replication system and one or more nucleases or ribozymes 
and/or antisense-RNA. 

In 7.h, claims 61 and 72 have been amended to provide 
the proper antecedent basis. 

In 7.i, claim 64 has been amended to provide the proper 
antecedent basis. 

No. 7 on page 7 obviously means 8. The references which 
were provided were intended to show the knowledge of the 
skilled person at the day of filing of the patent 
application for the present invention. Significant 
information which allegedly is not disclosed in an enabling 
way in the Specification can be derived from the respective 
references . 
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For all these reasons, the present invention, the 
Specification, and all the claims are firmly believed to be 
in complete compliance with all of the requirements of ' 
35 U.S.C. 112. Withdrawal of this ground of rejection is 
respectfully requested. 

Respectfully submitted, 
EI GEN ET AL DIV 



COLLARD & ROE, P.C. 
1077 Northern Boulevard 
Roslyn, New Yorkll576 
(516) 365-9802 




Allison C.Collard,Reg No. 22, 532 
Edward R.Freedman,Reg.No.26, 048 
Attorneys for Applicant 



Enclosures: 1) Table: Disclosure in Specification 

2) Copy of Petition 3 Month Extension of Time 
I hereby certify that this correspondence is being deposited with fh* n s r-,i c • 




Maria Guastella 



R:\Patents\E\EIGEN ET AL DIV\AMENDREANON.wpd 
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